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nation, cells were plated at 4 x 106 cells/100-mm dish and labeled for 16 hr with 200 sCi/ml l"Sl-methionine (17). A 100,000 x g pellet fnaction was prepared from the labeled cells as previously described (17), cxcept that the homogenizing buffer was 10 mM KCI, 1.5 M MgCl2, 2 mM phenylmethylsulfonyl fluoride, 10 mM Iris, pH 7.4. The 100,000 x g pcIlet was solubilized with 1 ml RIPA buffer (20 mM Tnis-HCI, pH 7.4, 1% Triton X-100, 1% deoxycholate, 0.1% NaDodSO4) and this extract was clanified at 100,000
x g (30 mm) before immunoprecipitation.
Immunoprecipitations
were performed as described (17). Each incubation contained 3 x 106 cpm (approximately 0.1 ml) ofcell extract and 10 iig MRK16 antibody, or 10 g HB21, a control transfennin receptor (TFR) monoclonal antibody (10). After 2 hr at 4C, the complexes were pnecipitated with 50 sl Staphylococcus aureus for 1 hr (4*C). The immune cornplexes were eluted from S. aureus in 30 sl ofsample buffer containing 2% NaDodSO4, and 4.5 M urea (8) . Elution was performed at room temperatune rather than at 100'C (following a suggestion of S. Honwitz, Albert Einstein College of Medicine) because this allowed greaten recovery of P170. This elution procedure only partially reduces the transfennin receptor, and it therefore runs both as a monomer (90 KD) and as a dirnen (180 KD) on 5% Fairbanks gels (9) were used with KB-3-1 (lanes 1 2), KB-* C4 (lanes 3,4) , and KB-V1 (lanes 5,6) cells. Under these conditions, both monomeric and dimeric forms of the HB21-reactive transferrin receptor are seen. The asterisk and brackets denote the position ofthe P170 bands, which appear only in lanes 4 and 6. 
However, MRKI6
shows a bright surface fluorescence pattern in KB-C4 cells Hamada and Tsuruo (12) had reported that MRK16 reacted with the surface of multidrug-nesistant erythnoleukemia cells. Figure  2 shows that this antibody also reacts with the surface of KB-C4 cells but not with KB-3-1 cells. Cells were fixed with formaldehyde and permeabilized with saponin, which allows antibodies to enter the fixed cells. Bright plasma membrane fluorescence was detected in KB-C4 cells ( Figure 2D ). Very little reaction with internal organdIes was present.
KB-3-1 cells treated in a similar manner showed very little reaction with antibody MRK16 ( Figure  2C) and resembled cells treated with control antibody (Figures  2A and 2B) ..
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.. The results presented here show that P170 is concentrated in the plasma membrane with only very small amounts being detected in internal organdIes.
In this location at the cell surface, P170 would then be in a position to serve as an efficient efflux pump for extrusion of the hydrophobic drugs to which MDR cells are resistant.
